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I ] This rcporl is baa-d on Iranslalions lioni Ihc oriainal lansiiagf into Ihf folloH ing 
' — ' u hiih is ihc lanEiiaEi" pfa Iranslalion liiinished for ihc ]>iii|iost.'S of: 

I I iniLi n;ili(inal |Heliminai y cxaniinaiion tRiiK- 55.2 aml'or 55 
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|>agi-s* rc-i'fi\i-d hy Ihis Aiithoiin 01 
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as originally nii-<Vfiirnishcd 
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the drawings: 
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im rhc anu-ndmcnts haw n-s.ilk-d in the . ancellalion ol: 

[m IhedfSoiplK.n. iKinrs 

□ th.dai„,s.n.s 

I I the drawings, shcfls/figs 

I I thf si-ijiit-nic lislina (.v>('c//V): 

□ any.aM.s,rH:.d.os.,.n„„s,.ng<....W: 
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I I Ihi- dcsa iplion. pages _ 
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dl Ihe drawings, sht-eLs/figs 
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Mnu-d <ilulcnu-nl uiidcr Arlidr35(2| will) ri'Kard I" nuvcllv, invi-nlivf slrp or indiisiriul applicaliilily: 
liiHis and rxplaiialioii'.- supporlinu such slulonn'iil 



C iuuion.s and f\|>lan:ilions (Rule 7(1,7) 

("Hal diK:umcnl I : Hiloshi KlYOI c! al.. "NOG Mouse ciio Isliu Ishokukci o Mochiita llilo 
Sailaikclsu CD34 Yosci Saibo kara no H Saibo Hunka Kaici no Kaiscki. Mukiiiscibulsu", 2()()3. Vol. 
33, No. 2, p. 104-106 

Cilcd tliK-umcnt 2: Hidclo KANASHIMA ct al.. ".SClD-liu Mou.se-Hilo /okelsu Mcnckikoi Kcnkyu 
eno Oyo. Taisha", 1990. Vol. 27. No. .luiic. Special exira i.s.sue, p. 149-1.^4 

Chcd documcm 3; Ka/uo SHIMAMURA cl al.. -MUto l.ymph-kyu no .Shinsciji SCMl) Mouse cno 
Ishoku". Mcn'ckisei .Shinkei ShiJckan Cho.sa Kcnkyuhan. Iloi.sLM 6 Nendo Kenk)!! I lokoku.slio. 
Men'ckisei Shinkei Sliikkan ni Kaasuru Kenkyu. 1995, p. 106-108 

Cited docunienl 4: Dcpraeiere S el al. Human \i cell jiri^wtli and dilTereiUialion in the spleen of 
imniuniKleficienl mice., J. Inuiiuiu>l.. 2001 , Vol. 1 66^ No. 5. p. 2929-2936 

Ciled document 5: Donze HH el al. Human and nonhuman primate lymphocytes engrafted into SCIO 
mice reside in unique mesenteric lympln)id structures.. .1. Immunol.. 199S. Vol. 1 61 . No. 3. p. 1 306- 
1312 



(lied documcnl 6: Norio UMIiMOTO cl al., ".lusho Tukuyo Men'eki Fu/cn (SCID) Mouse ni okeru 
Ililo Men'eki Kiko .Saikochiku ni Kansuru Kisoieki Kciilo". Hiolhcrapy. 1991 . Vol. 5. No. 3. p. 4S8- 
492 



Cited document 7: Kubota 'l'et al. High human IgG levels in severe combined immunodcncienl 
mouse reconstituted with human splenic tissues from patients with gastric cancer.. .Ipn .1 Cancer Res.. 
1992. Vol. 83. No. 3, p. .^00-303 

Claim I 

Ciled diK^ument I describes thai a human cord bliKKl CD34-positive cell is transplanted to an 
NOD/SClD/ycnull (NOG) mouse which is an immunodcncienl mouse and that a plasma cell is 
observed after the transplanlation (right column I1I2 of page 1 04 in cited document I ). 

Ciled document 2 describes lhal when a hematopoietic system or an immune system cell is 
transplanted to a severe combined immunodeficienl (.S('ID) mouse, it is shown that IgM or lg(i 
positive plasma cells are scattered (left column 2 of page l.'^O in cited document 2). 

Cited documents ?>-5 describe that when a human lymphocjte is irdiisplanied io a severe 
combined immunodeficienl (SCED) mouse, a human plasma cell is sht)wn in the mouse. 

Ciled document 6 describes (I ) that a human peripheral blood lymphtK jne or a human lung 
tumor is iran.splanted to a severe combined immunc^deficient (SCBD) mouse. (2) that a human Ig is 



t-wnil'C'T/H>h.'V400(BoxNo V) (..lanuarv 2(K14) 
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\iit\ No. \ Kciisoiu-d <imicnK-nl umItT ArticU'35(2) «ilh rcnard In imvclly. invvniivo sirp i>r indiislrial uppliculiililv: 

cilulioiis and expliiiiatioii'i supporlini' such xlulenu-iil 

sIiDwn to he produced in die mouse serum due to the traiisplanlaiion ol lhe human periplieral bl<H>d 
lymphocyte orol lhe human lung tumor, (3) that it is suiigested that a lymphocyte in the tumor is 
involved in production of the human Ig due ti> the transplantalion of the human lung tumor, and (4) 
that the growth ol'a tumor is bad in a cancer in which a human Ig shows a high value and the growth 
of a tumor is relatively good in a cancer in which a human Ig shows a low value, so the possibility is 
suggested that the lymphi>cyle in the tumor is involved alst) in the growth of an autologous tumor 
(lines 1 -9 of right colunui of page 49 1 in cited document 6). 

Cited document 7 describes that when a splenic tissue ol'a stomach cancer patient is 
transplanted to a severe combined immunodeficient (SCIO) mouse and production ol'a human Ig(i in 
llic SCII) mouse is measured, a high concentration human IgCl is produced and tiial the lg(i is 
considered to be produced in a human plasma ceU (Table i of page 301 and left column 
DISCUSSION of page 302 in cited document 7). rurthermorc. it is described that using this model 
allows examination ol'a monoclonal antibody pnxluccd from a human H cell recognizing a tumor 
cell (lines 32-37 of right column of page .'102 in cited document 7). 

Claim 1 of the present application is considered to be described in cited documents 1 -7. 

Claim 2 

Claim 2 is described in cited d(K'ument 6. 

C^laims 3-33 

Cited documents 6 and 7 suggest that an Ig produced from a human plasma cell in an 
inmiunodeficienl mouse to which a tumor is transplanted or a spleen oi'a cancer patient is 
transplanted, recognizes a tumor. So a person skilled in the art could have easily conceived of 
retrieving a human plasma cell reci>gnizing a tumor from an immunodericieiil mouse to which 
lesi»>ns are transplanted, to prepare an an(ibi>dy against the tumi>r. 

A person skilled in the art could have at that time, as required, perfi>rmed a fusion with a 
partner cell, obtained a nucleic acid encoding an antibody from a plasma cell, amplified the nucleic 
acid encoding the antibody, and chimerized or humanized the antibody, and the like, by applying a 
well-known technique. 

I'urthermore. a lung cancer is described in cited document 6 as a kind of a cancer. IK>wever, 
a person skilled in the ai1 could have, as required, perl'ormed the same with regard to other cancers. It 
is not considered especially difficult to employ an t^btained antibody as a composition for therapy or 
diagnosis of lesions, either. 

Therefore, a person skilled in the art ci>uld have easily anived at the subject matters of 
claims 3-33 based i>n the descriptions t>f cited documents 6 and 7. 
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□ 



lahltMM iclaled lo the .sei|iii;mi- lisling 
formal of nulerial 
□ ln«.u-n..„.n.a. 
13 in i om]H>K-r v.-artaWc form 
limL-orniing/furnishina 

IXI I'onlaim-d in Ihe inlcrnalional applii-alion as filed 
□ 

filed loselk'r » ilh Ihe inlernalional applii-alion in i-om|>tilcr ri-ad:ihli' Torm 
furnished siihsoqiicntly U> Ihis Aiilhnrilv for Ihe |)iir|Kises of search and/ur t 
reeeiwd by Ihls Aiithorily as an amendmcnl ' on 



I [ in addition, in the ease thai more lhan oni' version or eo|>_\ of a sei|ik-nec li.siins and/or lable(.s| relating thereto has been filed or 
lurnished. the reqiiii i <l slalenienis thai ihe inforniation in the stihseijiient or additional eopies is idcnlieal tolhat in the applieatit 
liled or does nol go beyond the appliialion as file<l. as appr<ipriatc. «erc I'lirni.shed. 

Additional eommenis: 



l/iirDi V lit tim No. I iii>i>li<-\. Ihi' listing aiul/or uibli-(s) i fliiinl iht ieio. w hich for, 
"siilM-nrih il. " 
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